TCT-379: Acute Infarct Selective MRI Contrast Agent  by unknown
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% -$&&9RO6XSSO% _ 6HSWHPEHU _ 7&7$EVWUDFWV3267(51RQ,QYDVLYH,PDJLQJ
KWWSFRQWHQWRQOLQHMDFFRUJFRQWHQWYROB0HHWLQJ$EVWUDFWV
RIDOOFRURQDU\VHJPHQWVZHUHGHHPHGWREHRIGLDJQRVWLFTXDOLW\)LJZLWKFRQ¿GHQWUHDGLQJ
E\H[SHULHQFHGUHDGHUV
&RQFOXVLRQV7KHDOJRULWKPIRUVFDQSURWRFROVHOHFWLRQ\LHOGHGGLDJQRVWLFFRURQDU\VFDQVLQDOO
SDWLHQWV
RIRXUSDWLHQWVZHUHHOLJLEOHIRULPDJLQJZLWKWKH)ODVKVFDQPRGHZKLFK\LHOGHGFRQVLVWHQW
GLDJQRVWLFTXDOLW\LPDJLQJRIFRURQDULHVDWDGRVHEHORZPLOOLVLHYHUW
7&7
$FXWH,QIDUFW6HOHFWLYH05,&RQWUDVW$JHQW
5REHUW.LUVFKQHU$NRV9DUJD6]HPHV/HYHQWH7RWK7DPDV6LPRU3DO6XUDQ\L3DO
.LVV%DOD]V5X]VLFV$WWLOD7RWK%ULJLWWD&%URWW$GD(OJDYLVK*DEULHO$(OJDYLVK
8QLYHUVLW\RI$ODEDPDDW%LUPLQJKDP%LUPLQJKDP$/(OJDYLVK3DUDPDJQHWLFV,QF
+RRYHU$/(OJDYLVK3DUDPDJHQWLFV,QF+RRYHU$/
%DFNJURXQG 'HOD\HG HQKDQFHPHQW '( PDJQHWLF UHVRQDQFH LPDJLQJ 05, ZLWK VWDQGDUG
H[WUDFHOOXODU FRQWUDVW DJHQWV &$ LV XQDEOH WR GLIIHUHQWLDWH EHWZHHQ DFXWH DQG ROGHU P\RFDUGLDO
LQIDUFWV0,7KHSXUSRVHRI WKHFXUUHQWVWXG\KDVEHHQWKHGHWHUPLQDWLRQRI LQIDUFWDI¿QLW\RID
QHZORZPROHFXODUZHLJKWFRQWUDVWDJHQW*G$%('77$GXULQJWKHVXEDFXWHSKDVHRI0,DQGLWV
FRPSDULVRQWRWKHDI¿QLW\GXULQJWKHODWHVXEDFXWHSKDVH
0HWKRGV'RJVQ ZHUHH[DPLQHGXVLQJDFORVHGFKHVWUHSHUIXVHG0,PRGHO0,ZDVJHQHUDWHG
E\RFFOXGLQJIRUPLQWKH/HIW$QWHULRU'HVFHQGLQJ/$'FRURQDU\DUWHU\ZLWKDQDQJLRSODVW\
EDOORRQ'(05, LPDJHVZLWK*G$%('77$ZHUHREWDLQHGRQGD\VDQGDIWHU0, ,Q
DGGLWLRQFRQWUROYLVXDOL]DWLRQRIWKHLQIDUFWE\*G'73$ZDVFDUULHGRXWRQGD\ WRDVFHUWDLQ
WKDWDQLQIDUFWH[LVWHGHYHQZKHQWKHDFXWHLQIDUFWVSHFL¿FDJHQW*G$%('77$GLGQRWKLJKOLJKW
LW7ULSKHQ\OWHWUD]ROLXPFKORULGH 77&KLVWRPRUSKRPHWU\ YDOLGDWHGSRVWPRUWHP WKH H[LVWHQFHRI
LQIDUFW
5HVXOWV*G$%('77$KLJKOLJKWHG WKH LQIDUFWRQGD\EXWQRWDWDOORQGD\RURQGD\
IROORZLQJ0,2QGD\WKHPHDQ6'VLJQDOLQWHQVLW\6,RILQIDUFWHGP\RFDUGLXPLQWKHSUHVHQFH
RI*G$%('77$VLJQL¿FDQWO\GLIIHUHGIURPWKDWRIKHDOWK\P\RFDUGLXPYV
3EXWLWGLGQRWRQGD\YV3 16QRURQGD\YV3 16
7KHPHDQ  6' VLJQDO LQWHQVLW\ HQKDQFHPHQW 6,( LQGXFHG E\*G$%('77$ZDV 
RQGD\VLJQL¿FDQWO\GLIIHUHQWIURPPHDQ6,(RQGD\DQGIURPPHDQ6,(RQGD\
 IROORZLQJ0, 3 7KH ODVW WZRPHDQ YDOXHV GLG QRW GLIIHU VLJQL¿FDQWO\ 3 16
*G'73$KLJKOLJKWHGWKHLQIDUFWRQGD\LQGXFLQJDPHDQ6,(YDOXHRI7KHH[LVWHQFH
RILQIDUFWVZDVDOVRFRQ¿UPHGE\77&
&RQFOXVLRQ7KHLQIDUFWDI¿QLW\RI*G$%('77$GLVDSSHDUVLQWKHVXEDFXWHSKDVHRIVFDUKHDOLQJ
DOORZLQJLWVXVHIRULQIDUFWDJHGLIIHUHQWLDWLRQHDUO\RQLPPHGLDWHO\IROORZLQJWKHDFXWHSKDVH7KLV
IHDWXUHRI*G$%('77$PD\EHFRPHDUHOLDEOHWRROLQVHYHUDOSRWHQWLDOFOLQLFDOVLWXDWLRQVZKHUHD
GHFLVLRQDERXWFRURQDU\LQWHUYHQWLRQLVWREHPDGH
7&7
,PSDFW2I6XFFHVVIXO5HYDVFXODUL]DWLRQ)RU&KURQLF7RWDO2FFOXVLRQ'LVWULEXWLRQ2I
,QWUDPXUDO&DOFL¿FDWLRQ$VVHVVHG)URP&RPSXWHG7RPRJUDSK\&RURQDU\$QJLRJUDSK\
0RWRKDUX$UDNL7RVKL\D0XUDPDWVX5HLNR7VXNDKDUD<RVKLDNL,WR+LURVKL,VKLPRUL
.HLVXNH+LUDQR0DVDWVXJX1DNDQR0DVDKLUR<DPDZDNL6KLQ\D6DVDNL+LGH\XNL7DNLPXUD
<DVXQDUL6DNDPRWR,NNL.RPDWVX7DNXUR7DNDPD
6DLVHLNDL<RNRKDQDFLW\(DVWHUQ+RVSLWDO<RNRKDPD-DSDQ
%DFNJURXQG5HFHQWUHSRUWVXJJHVWHGWKDWFDOFL¿FDWLRQDWHQWU\VLGHDWFKURQLFWRWDORFFOXVLRQ&72
UHGXFHGWKHWHFKQLFDOVXFFHVVUDWHRIUHYDVFXODUL]DWLRQ)XUWKHUVHYHUHFDOFL¿HGSDWWHUQVDWRFFOXGHG
VHJPHQWE\&7FRURQDU\DQJLRJUDSK\&7&$ZHUHSUHYDOHQWLQIDLOHGUHYDVFXODUL]DWLRQ:HDLPHGWR
LQYHVWLJDWHZKHWKHUGLVWULEXWLRQRILQWUDPXUDOFDOFL¿FDWLRQLVUHODWHGWRZLUHSHQHWUDWLRQIRURFFOXGHG
VHJPHQWDVREVHUYHG&7&$
0HWKRGV%HWZHHQ$SUDQG-DQ:HSHUIRUPHG&7&$LQDFRQVHFXWLYHFRKRUWRIHOLJLEOH
SDWLHQWVZKRZHUH VFKHGXOHG IRU UHYDVFXODUL]DWLRQRI&72&7&$ZDVSHUIRUPHGZLWKDVOLFH
06&77KHGHJUHHRIFDOFL¿FDWLRQZDVHYDOXDWHGE\FURVVVHFWLRQDOOXPHQYLHZVDORQJWKHRFFOXGHG
VHJPHQW)XUWKHUZHDQDO\]HGWKHFDOFLXPVSRWVZKLFKRFFXSLHGDWWKHRFFOXGHGVHJPHQWE\FURVV
VHFWLRQDOOXPHQYLHZV,QWUDPXUDOFDOFL¿FDWLRQ,&ZDVGH¿QHGDVWKHOHVLRQZKLFKFDOFLXPVSRWV
RFFXSLHGDWWKHFHQWHURIWKHOXPHQIURPFURVVVHFWLRQDOOXPHQYLHZVDQG([WUDPXUDOFDOFL¿FDWLRQ
(&ZDV GH¿QHG DV WKH OHVLRQZKLFK FDOFLXP VSRWVZLWKRXW WKH FHQWHU RI WKH OXPHQ IURP FURVV
VHFWLRQDOOXPHQYLHZV:HFRPSDUHGZLWKZLUHOHVLRQFURVVVXFFHVVUDWHDQGWHFKQLFDOVXFFHVVUDWH
EHWZHHQWZRJURXSV
5HVXOWV ,Q D FRKRUW RI  SDWLHQWV ZLWK  &72 OHVLRQV )LIW\VHYHQ RI   &72ZHUH
VXFFHVVIXOO\ UHYDVFXODUL]HG2I WKH &72 OHVLRQVZLWK IDLOHG UHYDVFXODUL]DWLRQ ZHUH GXH WR
IDLOXUHRIFURVVLQJWKH&72OHVLRQVZLWKDQJLRSODVW\JXGHZLUHV6HYHQW\¿YHFDOFL¿HG&72OHVLRQV
ZHUHGLYLGHGLQWRWZRJURXSV,&JURXSOHVLRQVDQG(&JURXSOHVLRQV$VVHVVLQJIURP&7&$
HLWKHUWKHIUHTXHQF\RIFDOFL¿FDWLRQDWWKHHQWU\FDOFL¿FDWLRQDWWKHH[LWOHQJWKRIRFFOXGHGVHJPHQWRU
FDOFLXPVFRUHRIRFFOXGHGVHJPHQWZHUHVLPLODUEHWZHHQWZRJURXSV:LUHOHVLRQFURVVVXFFHVVUDWH
LQ(&JURXSZDVVLJQL¿FDQWKLJKHUWKDQWKDWRI,&JURXSYVS$QGWHFKQLFDO
VXFFHVVUDWHLQ(&JURXSZDVDOVRVLJQL¿FDQWKLJKHUWKDQWKDWRI,&JURXSYVS
&RQFOXVLRQ,QWUDPXUDOVHYHUHFDOFL¿FDWLRQKDVDQLPSDFWRQZLUHOHVLRQFURVVVXFFHVVUDWHGXULQJ
ZLUHSHQHWUDWLRQIRU&72&7&$LVWKHRQO\PRGDOLW\WRDVVHVVWKHRFFOXGHGVHJPHQWEHIRUHSURFHGXUH
DQGDSRVVLELOLW\WKDWSURFHGXUDOVXFFHVVFDQEHSUHGLFWHG
7&7
*UHDWHU,VFKHPLD5HGXFWLRQDQG$VVRFLDWHG,PSURYHG6XUYLYDOZLWK5HYDVFXODUL]DWLRQ
&RPSDUHGWR0HGLFDO7KHUDS\LQ3DWLHQWVZLWK6WDEOH&RURQDU\$UWHU\'LVHDVH
$IVKLQ)DU]DQHK)DU+DUU\53KLOOLSV,,,/LQGD.6KDZ0RQD)LX]DW&KULVWRSKHU
2¶&RQQRU6DOYDGRU%RUJHV1HWR
'XNH8QLYHUVLW\'XUKDP1&
%DFNJURXQG 7KH UHFHQW &285$*( WULDO UDLVHG XQFHUWDLQWLHV UHJDUGLQJ WKH EHQH¿W RI
UHYDVFXODUL]DWLRQLQSDWLHQWVZLWKVWDEOH&$'+RZHYHUDQXFOHDUVXEVWXG\RI&285$*(IRXQGWKDW
UHYDVFXODUL]DWLRQ OHG WRJUHDWHU UHGXFWLRQ LQ LVFKHPLDDQGVXJJHVWHG WKDW WKLVZDVDVVRFLDWHGZLWK
LPSURYHGRXWFRPHVFRPSDUHGWRRSWLPDOPHGLFDOWKHUDS\07
7KXVLQVRPHSDWLHQWVWKHUHODWLYHEHQH¿WVRI07DQGUHYDVFXODUL]DWLRQDUHXQFOHDU
0HWKRGV )URP WKH 'XNH 1XFOHDU DQG &DUGLRYDVFXODU 'LVHDVH 'DWDEDQNV ZH LGHQWL¿HG 
FRQVHFXWLYHSDWLHQWVZLWKDQJLRJUDSKLFDOO\GRFXPHQWHG&$'VWHQRVLVRIDWOHDVWRQHYHVVHO
ZKRXQGHUZHQWWZRVHULDO63(&70\RFDUGLDO3HUIXVLRQ6FDQV036EHWZHHQDQG
DQGZHUHIROORZHGIRUDPHGLDQRI\HDUV,45 3HUFHQWDJH/9LVFKHPLDIRUHDFKVFDQZDV
FDOFXODWHG3DWLHQWVXQGHUJRLQJUHYDVFXODUL]DWLRQ3&,RU&$%*ZHUHFRPSDUHGWRWKRVHUHFHLYLQJ
07DORQH.DSODQ0HLHUPHWKRGVZHUHXVHGWRHYDOXDWHVXUYLYDO
5HVXOWV0HGLDQSDWLHQWDJHZDV\HDUVZLWKDQ()RI0HGLDQWLPHEHWZHHQ036VFDQVZDV
GD\V7KHUHZDVJUHDWHUPDJQLWXGHRILVFKHPLDUHGXFWLRQLQWKH&$%*DQG3&,
JURXSVFRPSDUHGWR07S6LJQL¿FDQWO\PRUHRIWKH07SDWLHQWVGHYHORSHG
LQFUHDVHGLVFKHPLDFRPSDUHGZLWKWKRVHXQGHUJRLQJ3&,RU&$%*S
8QDGMXVWHG.DSODQ0HLHUVXUYLYDOFXUYHVVKRZHGVLJQL¿FDQWO\SRRUHUVXUYLYDOIRUSDWLHQWVZLWK
LVFKHPLDLQFUHDVHFRPSDUHGWRWKRVHZLWKLVFKHPLDLQFUHDVHS 
&RQFOXVLRQV,QVWDEOH&$'LQFUHDVHGLVFKHPLDRFFXUUHGPRUHRIWHQLQSDWLHQWVWUHDWHGZLWK07WKDQ
UHYDVFXODUL]DWLRQDQGZDVDVVRFLDWHGZLWKVLJQL¿FDQWO\ZRUVWVXUYLYDO
7&7
4XDQWLWDWLYH%OXVK(YDOXDWRU4X%(YDOLGDWLRQZLWK&DUGLDF0DJQHWLF5HVRQDQFHLQ
SDWLHQWVZLWK67(OHYDWLRQ0\RFDUGLDO,QIDUFWLRQ
,WDOR3RUWR&KULVWLDQ+DPLOWRQ&UDLJ*LRYDQQL/XLJL'H0DULD$QWRQLR0DULD/HRQH*LRUJLR
&DXWLOOL&ODXGLD&DPDLRQL5RFFR9HUJDOOR/HRQDUGD*DOLXWR/XLJL1DWDOH)LOLSSR&UHD
'HSDUWPHQWRI&DUGLRYDVFXODU0HGLFLQH&DWKROLF8QLYHUVLW\RIWKH6DFUHG+HDUW5RPH,WDO\
%DFNJURXQG ,Q SDWLHQWV ZLWK 67HOHYDWLRQ P\RFDUGLDO LQIDUFWLRQ 67(0, OHIW YHQWULFOH
PLFURYDVFXODUREVWUXFWLRQ092FDQEHDVVHVVHGZLWKDQJLRJUDSKLFVFRUHVVXFKDVP\RFDUGLDOEOXVK
JUDGH0%*VXEMHFWWRKLJKLQWHURSHUDWRUYDULDELOLW\4XDQWLWDWLYHEOXVKHYDOXDWRU4X%(LVDIUHH
FRPSXWHUFDOFXODWHGDOJRULWKPGHPRQVWUDWHG WREHVLJQL¿FDQWO\ UHODWHG WR0%*EXWZLWK UHGXFHG
LQWHURSHUDWRU YDULDELOLW\:H DLPHG WR YDOLGDWH 4X%( LQ GHWHFWLQJ092 ZLWK ODWHHQKDQFHPHQW
FDUGLDFPDJQHWLFUHVRQDQFH&05
0HWKRGV)LIW\WZR67(0,WUHDWHGZLWKVXFFHVVIXOSULPDU\3&,ZHUHHQUROOHG4X%(ZDVEOLQGO\
FDOFXODWHGDQG4X%(YDOXHVZHUHGLYLGHGLQWHUWLOHVWHUDVSUHYLRXVO\GHVFULEHGWHU4X%(YDOXHV
WHUWHU!$OOSDWLHQWVXQGHUZHQW&05GD\VDIWHU67(0,092ZDVTXDQWL¿HG
RQWKHODWHHQKDQFHPHQWVKRUWD[LVLPDJHVDV092PDVVH[SUHVVHGDVSHUFHQWDJHRIWRWDO/9PDVV
092
5HVXOWV4X%(YDOXHVUDQJHGIURPWRSDWLHQWVZHUHLQWKHWHUSDWLHQWVLQWKHWHUDQG
SDWLHQWVLQWKHWHU092UDQJHGIURPWR,QWKHWHU092ZDVVLJQL¿FDQWO\KLJKHU
WKDQLQWKHWHUDQGLQWKHWHUSRYHUDOO$129$SIRUOLQHDUWUHQG
)XUWKHUPRUHDEVROXWH4X%(YDOXHVZHUHLQYHUVHO\UHODWHG092UKRS
&RQFOXVLRQV4X%(VFRUHH[KLELWHGDJRRGUHODWLRQZLWKTXDQWL¿FDWLRQRI092E\&054X%(FDQ
WKHUHIRUHEHFRQVLGHUHGDXVHIXODQGDFFXUDWHWRROIRUWKHDVVHVVPHQWRIPLFURYDVFXODULQWHJULW\DIWHU
67(0,UHDG\WREHDSSOLHGLQHYHU\GD\FOLQLFDOSUDFWLFH
